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1. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originallv filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 17)): 

Description, Pages 

1 -28 as originally filed 
Claims, Numbers 

1 " 53 received on 1 8.1 0.2004 with letter of 1 8.1 0.2004 
Drawings, Sheets 

1/4-4/4 as originally filed 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

D F?ule a 55 2 a and/orV5T) S,at ' 0n fumlshed for the P ur P° ses of international preliminary examination (under 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure 
in the international application as filed has been furnished uisciosure 

D Istfn^^ recorded in computer readable form is identical to the written sequence 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 
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5. □ This report has been established as if (some of) the amendments had not been made since thev have 

been considered to go beyond the disclosure as filed (Rule 70.2(c)). V 

i%ort e f laCement Sheet C ° ntainin9 SUQh amendme ^s must be referred to under item 1 and annexed to this 

6. Additional observations, if necessary: 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial aDDlicabilitv 
citations and explanations supporting such statement mausinai appiicaonity, 

1. Statement 



Novelty (N) 
Inventive step (IS) 
Industrial applicability (IA) 

2. Citations and explanations 
see separate sheet 



Yes: Claims 

No: Claims 

Yes: Claims 

No: Claims 

Yes: Claims 

No: Claims 



1-53 
1-53 
1-53 
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V. Reasoned statement (Continuation) 

2.1 CITATIONS 

Reference is made to the following documents: 

D1 : WO 01/09350 A (DALEMANS WILFRIED L J ;SMITHKLINE BEECHAM 
BIOLOG (BE); THIRY GEORG) 8 February 2001 (2001-02-08) 

D2: WO 01/19960 A (WOMENS & CHILDRENS HOSPITAL .LUMINIS PTY LTD 
(AU)) 22 March 2001 (2001-03-22) 



3 NOVELTY (Art. 33(2) PCT) 

3. 1 The present application satisfies the criterion set forth in Article 33(2) PCT 
because the subject-matter of claims 1-53 is novel in respect of prior art as 
defined in the regulations (Rule 64(1 )-(3) PCT). 



4 INVENTIVE STEP (Art. 33(3) PCT) 

4.1 For inventive step analysis of claim 1 , relating to a process of making a genetically 
engineered neisserial strain with an L2 or L3 LOS immunotype of reduced phase 
variability for manufacture of an immunogenic composition, D1 is considered to 
represent the most relevant state of the art and discloses a process for making 
recombinant neisserial strains for the manufacture of an immunogenic 
composition. The subject-matter of claim 1 differs in that a process for making a 
genetically engineered neisserial strain with reduced phase variability is claimed. 

4.2 The problem to be solved by the subject matter of claim 1 may therefore be 
regarded as the provision of a process for making an alternative recombinant 
neisserial strain. The solution would be a process for making a genetically 
engineered neisserial strain with reduced phase variability. 

4.3 This solution is considered as involving an inventive step (Article 33(3) PCT) 
because, although D2 discloses a method to stabilize the expression of IgtA, LgtC 
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and LgtD by mutation of the poly G tract, it would not be obvious for the person 
skilled in the art to use the teachings of D2 in order to obtain a method for 
producing a neisserial strain with reduced LOS phase variability for the 
manufacture of an immunogenic composition, taking into account that D2 does not 
disclose the fact that mutations of Lgt genes are the cause of L2 or L3 LOS phase 
variability. Therefore, the subject-matter of claim 1 and dependent claims 2-31 is 
considered to be inventive. 

4.4 The subject-matter of claims 32-53 is considered to involve an inventive step 
because the processes of claims 32-44 comprises the process of making a 
genetically engineered neisserial strain with a fixed L2 or L3 LOS immunotype for 
the manufacture of an immunogenic composition (claims 1 -32) which is 
considered to be inventive (see reasoning above). 
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